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MEMEM R I T 285 L CROAL 7 = 2% 514£A Cefdinir (CFDN) OB, £2MBIU
BFRMEEHRET 2HHT, cefaclor (CCL) :2XHEHE L ¥ 2 LR _EEREFFILERBR 2 ERL
72, CFDN O# 5813 1 [E100mg 1 H 3 E, CCL ¥ 1 E500mg 1 H 3 E%, KAl LT H4RBZRD
BEL, UTORR:RE,

1)/INBES X 2EERNEIE, CFDN E72614188.9%, CCL #£698I5189.9% DEXE T, ME
KHEERERRD SNk Tz,

2) M2 AI%NER 1L, CFDN 3#86.7%, CCL £#88.9% T, MEHICHEEZERAohid o1,

MR ICE D ER FARB L URBERBEOREE OV T H, HEMICEEZIED st ho
72e

4)BIfEADFEIREKI3, CFDN #£4.9%, CCL #3.1%, % -EERREEREEEOFEERI: CFDN
££20.2%, CCLEf29.5%THD, WTFRIXBLW T HHMEBCEEERR D o7z,

5)F ML, CFDN #783.8%, CCL#89.6%DEMAE T, MBEMCEREREDShizho
72

LAt &b, CFDN 1H300mg (1E100mg 1 H3E) O#&%5ix, CCL 1 H1500mg (1 E500mg
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(LZE=NVE, TRCT S/ FT7VIVEEERFa®e S 3
EE2BLTBY, ZOHER% Fig. 1 (27”7 ,CFDN &&aD
ZEOBY 7 2 ARMERITH 3 cefixime % cefteram pivoxil
7% ¥ L FIBRIC B-lactamase ICRE T, 7' 7 LBHEHE, BRI
LERINEARY b T L %28 L, ¥ Staphylococcus aureus,
Staphylococcus epidermidis, Streptococcus pyogenes, Strepto-
coccus pneumoniae % ¥, & 512 Enterococcus faecalis % b
D77 LABHEICH L TERLTREA 2R,

FHIOE b TOMBEFRE i3 ZHEFFEORSHEL 4 BET
BEMECEL, 50mg, 100mg, 200mg & 1 AR5 TELFE
$90.63, 1.10, 1.59xg/ml %2R, FEHAIX1.59~1. 786 T
Hotre Etz, RPFEMICB Y TIIRESHRI0~12RHKRTY
4.90~10.82ug/m] DIBEHTD 51, 2485 & TOFHIRF
BEUY R 13#926~33% TH > 722,

N E T OERM-EERIREBRIES 1, LEILOER
BIRRET b & » 836[E H AL MEF 76 B AR OF K
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EERZNRI1E, 1 H300mg #&5781.0% (51/63) 1 H600mg £
5783.3% (30/36) £ 3 < NI BHEKRTH o e BUERIX1,474
BIch4sBl, 3.1%DRERET, TOELZ LD TH, KEZL
DOHLRER TEEZ b DT 6 hish o 1o ERRREEIC
DWTIE, ERD 7 x hF L B IFERIRES © GOT,
GPTOLEAMBERODOTHY, REMOETY LS KHET
REFRIEGBD Shigh o712,

—7%, ZFHAIOWRBBIGE T SHEKARERNT 2 H
HICHEBE R &% 2 X3 R 1c, CFDN 1 H300mg # & UF 1 H600

. o COOH
H,N
2 N =
\ﬁ ]I Xy CH=CH,
N C-CONH---
I H HS
N

“OH
Fig. 1. Chemical structure of CFDN.
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Table 1. Collaborating institutes

First Department of Internal Medicine, School of Medicine, Hokkaido University
Department of Internal Medicine, Iwamizawa Municipal General Hospital
Department of Internal Medicine, Kohnan Hospital

Department of Internal Medicine, Sapporo Hokushin Hospital

Department of Internal Medicine, Sapporo Tetsudo Hospital

Department of Internal Medicine, Hokushu Central Hospital

Imamura Clinic

Third Department of Internal Medicine, Iwate Medical University

Department of Internal Medicine, The Kitakami Saiseikai Hospital

Third Department of Internal Medicine, Hachinohe Red Cross Hospital

Department of Respiratory Disease, Iwate Prefectural Central Hospital

Division of Respiratory Disease, Tohoku Welfare Pension Hospital

Department of Internal Medicine, Satoh Hospital

First Department of Internal Medicine, Tohoku Central Hospital

Department of Internal Medicine, Furukawa Municipal Hospital

Department of Respiratory Disease, Iwaki Kyoritsu General Hospital

Department of Internal Medicine, Kasumigaura National Hospital

Department of Chest Medicine, National Medical Center Hospital

Department of Internal Medicine, Yokohama Teishin Hospital

Department of Internal Medicine, Doai Memorial Hospital

First Department of Internal Medicine, School of Medicine, Kyorin University
Department of Internal Medicine, Kanagawa Prefectural Nursing and School of Hygiene Hospital
Department of Internal Medicine, Kawasaki Municipal Hospital

Department of Respiratory Disease, Kanagawa Prefectural Circulatory and Respiratory Disease Center
Department of Internal Medicine, Chiba Municipal Kaihin Hospital

Department of Internal Medicine, Shinrakuen Hospital

Second Department of Internal Medicine, School of Medicine, Niigata University
Department of Internal Medicine, Kohseiren Central Hospital

First Department of Internal Medicine, School of Medicine, Nagoya City University
Department of Internal Medicine, Nagoya City Higashi General Hospital
Department of Internal Medicine, Kaisei Hospital

Second Department of Internal Medicine, Nara Medical University

Division of Respiratory Disease, Faculty of Medicine, Kawasaki Medical School
Second Department of Medicine, Kawasaki Medical School, Kawasaki Hospital
First Department of Internal Medicine, Faculty of Medicine, Kyushu University
Second Department of Internal Medicine, School of Medicine, Fukuoka University
Department of Internal Medicine, Hamanomachi Hospital

Department of Internal Medicine, Sawara Hospital

Department of Internal Medicine, Chikuho-rosai Hospital

Second Department of Internal Medicine, School of Medicine, Nagasaki University
Department of Internal Medicine, Kitakyushu Municipal Yahata Hospital
Department of Internal Medicine, Shimabara Onsen Hospital

Department of Internal Medicine, Sasebo Municipal General Hospital

Department of Internal Medicine, Red Cross Nagasaki Atomic bomb Hospital
Department of Respiratory Diseases, Kawatana National Hospital

First Department of Internal Medicine, School of Medicine, University of the Ryukyus
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Table 2. Criteria for usefulness evaluated by committee
Severity of side Clinical
effects and abnormal efficacy | Excellent Good Fair Poor Undecided
laboratory findings
None + + =+ - ?
Mild + + + - ?
Moderate + + - - -
Severe - - - - -
+ :very useful + :useful = :slightly useful — :useless ? I undecided
E L7, W MBS MERT R LA D Z DAl B (MP B, 75 297

8. Key code DFa#f

INBRESHIEERE, HEABIZ OV TEHERRD
HRIBUEMOMER, TERDE, SEFADT—2 2EE
L, 3¥bho—7—i2& D key code 23FHf & h iz,

9. 7T—5 DM

fEMETHENZ DV Tid key code BIEBTIC/INERS L 2
Yiru—S—DRITHEL.

FTEE R, BEREOBRKREREZEDEHRIES &
WINBESC L BHEICETVLT, MABREFBEICE
S EEGIERL, BEOERAT, BRUE, £ R
DOWEE, ERE, HEZOHE, BIEA, BRREE
DOEE), et BRMREICOVWTERBLE, BER
T—9 ORE, HEIIIGEU T, SEIR x*RE, Fisher ®
EERRTEZE, Wilcoxon ® 2 AR E (Mann-Whit-
ney ® URE) 2V, BRZR, ER -FARBLV
FRRREREOWEE, MWEENIR, Tet, BAk
ENETNOENE, ERUER, BHAE, B2EBX
UERARE, [EH+8%), [1EBEULO%NE], [#H
K+ERAR), REZL] BLU (BHTERA+ER)
TRYI-> TR E LBl L2, 2B, ThsDR
DWW TITREMDZE (CFDNE-CCL #) nfEEXM %
BHL, R - FIRB L URBRBEDOERERICOWVT
IFEMRBITO—EETH 3 logrank REEX A1z, RE
IR 5 %kHE L L, HEEIZTRIS%IEBEXE A1,
zE, 1HESHRBOEE CRREDETE L UESR
DERIZE T,

I, & B R’ &

B s L UBAMHRECOLTIE, RREFDES
BEEHE L THEEMAROBREERTEL, 55

fitiz, PAP) %& %7 SEFICORNTOERLT, &1
EIER, EERREBORITE SO LREMHTTONT
BLEER SR E Lz,

R BHEBFREDH 8 &0 5% 5/IBRLTHE—
HEET, IHEFRXTRERCEST,

1. EFIORR

R 5 R 21161, CFDNE£103%5I, CCL 21085IT
Ho1:(Table 3), ZD S L/INEBLITBWTHITHR
ELTOBEE 2RI LR, EER 80&ML) 3
Bl, EELRERKBEETS L0 15, HEHEHAL
72bD 3B, MBEKBELxhok bD 36, KRR
B50, HEER 14, NRIEBISH, BREERTH
b D 3G, MROBESTHETH>bD 78,
ERRECERSER LI D 18], 718
5 AEHREIC X 2 H% 16, BBSTETH-12b0
2 Bl EH45%] (CFDNE£18HI, CCL B278) »TEHR
L UTEBSh s, 1666 (HEBMMiZE#1418] (CFDN#
728, CCL B£69%1) , = 0D ftifiti % B¥2561 (CFDNEF136,
CCL #1200) »SEEERZNSHIE DRRINR & 2070

BER ORI, F8ER 35, EEEREELH,
TEFIGHE 3, MRk 16, KSRTE4H,
BERK 1 FosH13% (CFDNEE 14, CCL#L2f) #
SETE L LTRSS h, 198F] (CFDNE#1026, CCL
BE965) 2SEIERRBARONR L %572,

ERREEORE I, BIEARAGIHIC S 512
HRBLe T 2B, RERTE 16, BRREEOEET
BAD1361% h1 2. < 5+29%] (CFDNE# 9 #l, CCL #2081
bSBS s h, 18261 (CFDNE£94EI, CCL 88l HSEER
REBERELBORNMRE Ko7,

LW ORITIE, MRREEORTIRAPRIANS S
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Table 3. Breakdown of total patients evaluated for efficacy or safety
No. of patients Bacterial ll\)/iséi(:::;si;nal All patient
. , patients
evaluated for pneumonia psittacosis, PAP
CFDN 72 CFDN 13 CFDN 85
— Clinical efficacy —141 — 25 166
CCL 69 CCL 12 CCL 81
CFDN 102
— Side effects 198
CCL 96
Total no. of
patients
CFDN 103 CFDN 94
211 Laboratory tests 182
CCL 108 CCL 88
CFDN 95
— Safety 183
CCL 88
CFDN 68 CFDN 13 CFDN 81
— Usefulness — 135 — 24 159
CCL 67 CCL 11 CCL 78
B5RTETH 2 0EERAMSHBELL 15I2RAEL, (Table 4),
281 (CFDNEf 8 1, CCL B£20%) %4 L, 1836 2. ¥REF

(CFDNE#958, CCL B#888l) HR LU ORI R L

Rotz,

BREORETIE, ERDBRABIO T+ CIRRREED

EBH T TH > 72 9 B (CFDNEE 6 B, CCL B 3 81)

ERAL, ERERZIRBABICEIER I X B0 2 fil%

%, 15981 (CFDNE£81#, CCL Bf78%1) nsetixi sk &

Btz BRERBIRDIRATIC B\ > TR & N2 458D B4
BRICOL T AR EERRI RBH SR h o1

ER R 2R AT R 5116661 (CFDN##8581, CCL #¥81

B) OERAFIZOVTHEMOLLE 217> 7,
1) MEOR

INBESIW & D HE S NI2HAIE, Table 51TRL
o & 5 #H B A %1418 (CFDNE#728, CCL %69
#), MP fi%176] (CFDNE# 7 #l, CCL #1060), 7 5
2 U 7Mi% 16 (CFDNE#), PAP 7 %] (CFDN# 5 1,
CCLE 28I THY, ZOAMImEMICEEEZIAD
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Table 4. Reasons for exclusion from evaluation
Clinical Side Laboratory | Safety Usefulness
efficacy effects tests Statistical
test
CFDN| CCL |CFDN| CCL |CFDN| CCL [CFDN| CCL [CFDN| CCL
Age outside of limits 3 3 3 3 3
Severe underlying disease 1 1 1 1 1
Concomitant use of antimicrobial agent 3 3 3 3 3
No visit after initial treatment 1 1 1 1 1
No visit after initial treatment 2 2 2 2
(no side effect)
Deficient dosage 4 4 4 4 4
Deficient dosage 1 1
(withdrawn because of side effects)
Irregular administration 1 1 1 1 1
Ineligible disease (total) 8 7 8 7
Bronchiectasis 3 3
PIE 1 1
Middle lobe syndrome 1 1
Pulmonary tuberculosis 1 1
Lung abscess 1 1
Pulmonary infarction 1 1
Secondary infection of old pulmonary | 2 1 2 1 NS
tuberculosis
Infected pulmonary fibrosis 1 1
Infected pulmonary cancer 1 1
Airway infection 1 1 1 1
Unclear symptoms and signs of infection 1 1 1 1
Unclear symptoms and signs of infection, | 1 1 1 1
unsatisfactory laboratory tests
Unclear shadow in chest X-ray findings 4 1 4 1
Unclear shadow in chest X-ray findings 2 2 2 2
unsatisfactory laboratory tests
Cure by pretreatment with other antibiotics 1 1
Ineligible causative organism(NF-GNR) 1 1
Unclear clinical course 1
Unclear clinical course, 1 1 1 1
unsatisfactory laboratory tests
Unsatisfactory laboratory tests 6 3 6 3 6 3
Total 18 27 1 12 9 20 8 20 22 30

PIE: pulmonary infiltration with eosinophilia
NF-GNR: glucose non-fermentative Gram-negative rods

NS: not significant
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Table 5. Classification by diagnosis of

patients evaluated by committee

Drug
CFDN| CCL | Total

Diagnosis
Bacterial pneumonia 72 69 141
Mycoplasmal pneumonia 7 10 17
Psittacosis 1 1
Primary atypical pneumonia 5 2 7

Total 85 81 166

Statistical test NS

2otz (Table 6-1),

NEEE, ERER, RSINEA, HAX &5H

iy

INBEESTHESNEEES L VERKREDEE,
BEFABERORE, HAEOEFE, BRSHEICIOLT
TAHEOAFBCERELRR) BED s o7z (Table
6-2),

4)ER - FTRB & UBKRRZEE

RARBARIOKE, B, BXE, BEOMHRK,
RS, KoE, 78, BAER, F7 /—+¥, SMmKkE,
Fxik, CRP,/NEBES¥IEI X 2 88V RS E, PaO,,
PaCO, DU\ THICBWT b, MEMOAMCEES IR
»onhrot: (Table 7).

5) BAESB X UEHIRZHE

BRI R & L 72166610, BRABELGIRE S iz b Did44
B (CFDNE£16%1, CCL B28%1) T, & 512 Mycoplasma
prneumoniae S5 EEE Wiz b D516 (CFDNE) »-

Table 6-1. Background of patients evaluated by committee

Bacterial pneumonia All patients
Drug
- CFDN CCL statistical CFDN CCL statistical
No. of patientS
Item 72 69 test 85 81 test
male 32 36 36 45
Sex female | 40 33 NS 49 36 NS
16~19 2 1 2 3
20~29 10 4 13 7
A 30~39 16 16 22 18
ge
40~49 13 10 NS 15 10 NS
(yrs)
50~59 9 13 11 17
60~69 17 18 17 18
70~77 5 7 5 8
25~39 4 2 4 2
Body 40~49 19 18 26 20
weight 50~59 25 24 NS 27 28 NS
(ke) 60~74 21 16 25 22
unknown 3 9 3 9
in 32 32 38 38
In-or Out- out 35 33 NS 42 37 NS
patients in — out 5 2 5 3
out —in 2
Day from =7 53 48 61 57
gueack of 8~14 13 14 NS 15 17 NS
1sease to
treatment 215 6 7 9 7
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Table 6-2. Background of patients evaluated by committee

Drug Bacterial pneumonia All patients
No. of patients CFDN | CCL | gatistical | CFDN | CCL statistical
—
Item 72 69 test 85 81 test
b ild 46 38 53 47
v m NS NS
committee | moderate 26 31 32 34
Severity
by doctors | mild 46 42 51 47
in charge moderate 26 26 NS 34 33 NS
severe 1 1
Underlying disease absent 44 34 NS 53 45 NS
(by committee) present 28 35 32 36
absent 61 59 72 67
present 5 6 NS 5 7 NS
unknown 6 4 8 7
Pretreatment
with R
L penicillins 1 1
antibiotics
cephems 1 1 1 1
macrolides 1 — 1 —
tetracyclines 1
new quinolones 2 4 2 5
absent 64 62 74 72
NS NS
. present 8 7 11 9
Concomitant
drug ..
adrenocorticoids 2 1 2 1
analgesic and antiinflammatory drugs 5 2 — 7 3 —
antiinflammatory enzyme preparations 3 4 4 5
Duration of 14 41 49 44 53
treatment 8 ~13 12 10 NS 14 11 NS
(days) =7 19 10 27 17
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Table 7-1. Background (primary symptoms and laboratory parameters)
' of patients evaluated by committee

Bacterial pneumonia

All patients

rug
> CFDN CCL statistical CFDN CCL statistical
No. of patients
Item 72 69 test 85 81 test
<37 9 13 10 17
37~ 27 19 35 22
BT(°C) 38~ 25 30 NS 28 35 NS
=39 11 6 12 6
unknown 1 1
- 1 1
Cough + 46 36 NS 53 40 NS
H 26 32 32 40
Vol - 5 6 7 7
f° ume + 42 41 NS 49 45 NS
0 + 22 16 26 23
sputum e 3 6 3 6
Appearance Ny > 6 d 7
f"p M 9 9 NS 11 10 NS
;’ Stum PM 36 32 44 37
P P 22 22 23 27
- 62 57 72 68
Dyspnea + 8 11 NS 1 12 NS
+ 2 1 2 1
- 42 48 51 54
Chest pain + 30 20 NS 34 26 NS
unknown 1 1
- 33 32 38 37
Rales + 31 33 NS 39 39 NS
4 8 4 8 5
- 65 64 78 76
Dehydration + 7 3 NS 7 3 NS
unknown 2 2
- 70 67 83 79
Cyanosis + 2 NS 2 NS
unknown 2 2
< 8,000 18 15 22 21
8,000~<12,000 29 25 36 30
WBCUm) ) o~<0.0m0| 21 2 NS 23 27 NS
220,000 4 3 4 3
<19 6 7 7 7
20~39 17 16 20 20
ESR (mn/h) 40~59 20 14 NS 26 17 NS
260 25 32 28 37
unknown 4 4
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Table 7-2. Background (primary symptoms and laboratory parameters)
of patients evaluated by committee
Bacterial pneumonia All patients
rug
) CFDN CCL statistical CFDN CCL statistical
. No. of patients
Item 72 69 test 85 81 test
- 3
+, + 4 3 4 4
+2 14 13 14 15
+3 13 6 NS 17 8 NS
CRP +4 9 12 13 14
+5 9 11 10 13
=+6 20 24 24 26
unknown 1
1 1 1 1 1
2 21 22 26 23
Score of chest 3 ig % N 22 :;2
roentgenography 4 S 5 NS
(by committee) 5 5 6 7 7
6 1 1 1 1
7 1 2 1 2
unknown 1
280 1 2
~60 2 5 2 5
PaO,(mmHg) ~40 3 NS 3 NS
unknown 66 62 78 73
<49 6 6 7
PaCO,(mmHg) =49 1 NS 1 NS
unknown 66 62 78 73

1z RRAREHEAFID 5> 54165 (CFDNE£156I, CCL ££26
Bl) SRR T, 34 (CFDNE16I, CCLE 28
DEBERLTH -/, BHERPCBIEABEL L
T S.pneumoniae B3 b % { I8KKRE & h, KR\ T
Haemophilus influenzae 8 118 TH - 12, BABE DI
M EEZ IR Shkh o7 (Table 8),

INGERED S b ERBZMERESERBEINI LD
13258k (CFDNE¥ 8 #k, CCL B¥178k) T, BEHEHE10°
CFU/ml & 81} 2 HZEF -0t 3 3 B2 S # % Fig. 2
WWRL T2, % DREZEWSSAICHEFRSHMTORY
BB s oz,

3. FRIRZHE

1) MNBESHE

INERETHE SN HEMEMABROBKRIE %
Table 91T/RL 7o CFDNEETIXT26Ih, E%h16, &

%1636, LB 4 B, X 4 HITHERIRIL88.9%, CCL
BETI3690h, %2 F, BR60H, PLER4P), &
% 3 PICHEREIE89.9%TH Y, MEcEERRERR
Dok oz, BYERDEDSKEERXM -
12.6~10.6% Ch o7z, R BLEHTIZ, CFDNETR
85Bich, Z% 14, HX69, PRER A, K38
CHRRII82.4%, CCLETI3815h, 2126, AY
6561, BT B, EEH7 HITERHRIES2.T%T, B
BAICERERED S hol, BHROEDSKE
EXAIE—13.1~12.4% Th > 72,

(1) EEEFEKRINRE

B L E S Rl AR L bioxl, BE
hEFEDHTH oIz, Table 101R LI & 5 ic, HEHE
% CIXEFEPIC 13 CFDNBE6HIHERI30, ©PH%
2 B, %1 BUIT, HREIL93.5%, CCLB3BHITIE
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Table 8. Distribution of causative organisms
CFDN CCL Statistical test
Gram-positive pathogen
S. aureus 1 1
S. pyogenes 1
S. preumoniae 7 11
- e
e infecti Gram-negative pathogen
Single infection B. catarrhalis 4
K. pneumoniae 2 1
P. mirabilis 2
H. influenzae 5 6 NS
sub-total 15 26
S. aureus+S. pneumoniae 1
Polymicrobial | H. influenzae+t S. pneumoniae 1
. . H. influenzae+ B. catarrhalis 1
infection
sub-total 1 2
Total 16 28
M.pneumoniae 1
Test drug : CFDN Test drug : CCL
IOOr 100 -
F
g £
g g
S 4
¢ sof ¢ sor
Lj Treatment drug % Treatment drug
5 e—e CFDN g e—e CFDN
o—o cCL o—o CCL
MIC Geg/ml) p p ; = MIC (g/mD) Y ; p ; 1
50025 01 039 15 625 25 2100 ___MIC (ug/mD) ) 01 039 15 625 25 2100
Treatment 005 02 078 313 125 50 Treatment w00 02 078 313 125 50
CFDN 4 2 2 CFDN 203 21
CCL 2 3 4 4 4 CCL 1 2 3 3 1 5 1 1

Statistical test : NS

Statistical test : NS

Fig. 2. MIC distribution of causative organism (inoculum size : 108 cells/ml).

MG, BB, PoEH 26, % 1HCEHER
2.1%ThHolz, FEETIZ CFDNEE266IHES) 1 41,
NG, LB 2H, L3 BITERIRIES0.8%,
CCLBM3IBITIZERY 1 5, BR0268), ©OE% 2P, &
B2BIT, BHEIEST.1%THY, LFROEEEC S
DTOMBERICERZIRD Sz o,

(2) R B oA EIEERNE

EREBROFEFNOMBEEMABEOBKHRE %
Table 1112/ RL 7z,

HBER B0 ER T2, CFDNE 445, ZE%h1 #,
B398, B2 6, E¥2H T, TOEHERI
90.9%, CCL B¥348Ti3H%1336Y, ©BE% 1 BITHEL
R(1397.1%, EBREBHE LEFITIZ, CFDNE288H
Ba24B, LLHER 26, FR2 HICHEEIXS5.7%,
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Table 9. Clinical efficacy by diagnosis evaluated by committee
. ' No. of Clinical efficacy Efficacy rate Statistical
Diagnosis Drug ent
patients | oy cellent| good fair poor % 95%CI test
Bacterial CFDN 72 1 63 4 4 88.9 —12.6 NS
pneumonia | CCL 69 2 60 4 3 89.9 | ~10.6
CFDN 85 1 69 7 8 82.4 —-13.1
All patients NS
CCL 81 2 65 7 7 82.7 ~12.4
CI : confidence interval of difference * excellent +good/total
Table 10. Clinical efficacy by severity evaluated by committee
No. of Clinical efficacy Efficacy rate* |Statistical
Diagnosis Severity | Drug .
patients |excellent| good fair poor % | 95%CI test
CFDN 46 0 43 2 1 93.5 | —12.2
mild NS
Bacterial CCL 38 1 34 2 1 92.1 | ~14.9
pneumonia CFDN 26 1 20 2 3 80.8 | —29.1
moderate NS
CCL 31 1 26 2 2 87.1 | ~16.4
CI : confidence interval of difference * excellent +good/total
Table 11. Clinical efficacy by underlying disease evaluated by committee
) .| Underlying No. of Clinical efficacy Efficacy rate™ |Statistical
Diagnosis disease Drug .
patients |excellent| good fair poor % | 95%CI test
CFDN 44 1 39 2 2 90.9 | —19.0
absent NS
Bacterial CCL 34 0 33 1 0 97.1 | ~6.7
pneumonia CFDN| 28 0 24 2 2 85.7 | —18.4
present NS
CCL 35 2 27 3 3 82.9 | ~24.1
CI : confidence interval of difference % excellent+good/total
CCL B350 TI13ER 2 B, BR27H, LH%3 6, & Hotz,
23PITHEIFIE2.9%TH D, EBEBOBFEII»H» 2) EREHE

bo¥, MEMICAERZEIRD ST,

(3) REREBIERKLIR

EREHEE S » 724481 (CFDNEE166Y, CCL 2£2881)
ZDoWT, BABEDEHMER (- AT EERZE % Table 1212
~U7zo CFDNEEL6HITIE, BRI136I, L0E% 2 4,
|2 16T, BREIX81.3%, CCL B8 TIzER 1
B, Bzh4fl, *eER 26, ®¥1FT, FE¥ERG
89.3% Tholz, Db EMBRLH T, CFDNEE
158 CHERIFIZ80.0%, CCL B£26%I T3 BE#N92.3% T

FHREW & D HE S n-EKRE % Table 131K7RL
2o MBIMERM % T i3 CFDNEE726) h £ 20216, B3040
B, RE%7H, %246, CCL E6opI-hEL26),
4800, ©ER6 5, L2 B, KIETHE1HT,
H%h=ix CFDN#£84.7%, CCL #88.2% TH Y, WktD
BcEBRDERASNED o1, Zh&DREITIER
LY EDER LIZIZAZTH -T2,

4, R - REFRRB L UBIER LV GFTROHEE

TRAI SR OMKRER, BRRERRS L Uy
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Table 12. Clinical efficacy by causative organisms evaluated by committee

No. of Clinical efficacy Efficacy rate* |Statistical
Causative organisms Drug .
patients |excellent| good fair poor % 95%Cl test
CFDN 1 0 1 0 0
S. aureus — _
CCL 1 0 1 0 0
G S CFDN 0
. pyogenes - -
progenes | et 1 0 1 0 0
P
. |CFDN 7 0 5 1 1 71.4 | —68.7
S. pneumoniae NS
C CCL 11 1 9 1 0 90.9 | ~29.7
CFDN 8 0 6 1 1 75.0 | —60.7
sub-total NS
CCL 13 1 11 1 0 92.3 | ~26.1
Single _ |CFDN 0
) . B. catarrhalis — —
infection CCL 4 0 4 0 0
~ |CFDN 2 0 1 1 0
K. pneumoniae - -
G CCL 1 0 1 0 0
. .. |CFDN 0
N | P. mirabilis — _
CCL 2 0 1 1 0
Bl CFDN| 5 0 5 0 0 100 | —18.3
H. influenzae NS
CCL 6 0 6 0 0 100 | ~18.3
CFDN 7 0 6 1 0 85.7 | —47.3
sub-total NS
CCL 13 0 12 1 0 92.3 | ~34.1
CFDN 15 0 12 2 1 80.0 | —40.3
Single infection total NS
CCL 26 1 23 2 0 92.3 | ~15.6
S. aur_’eius CFDN 1 0 1 0 0
S. pneumoniae | CCL 0
Polymicrobial | S pneimom'ae CFDN| 0
infection H. influenzae | CCL 1 0 0 0 1
B. catarrhalis | CFDN 0
+ -— —
H.influenzae CCL 1 0 1 0 0
Polymicrobial infection | CFDN 1 0 1 0 0
total CCL 2 0 1 0 1
CFDN 16 0 13 2 1 81.3 | —35.2
Total NS
CCL 28 1 24 2 1 89.3 | ~19.2
Cl : confidence interval of difference * excellent + good / total

GPC : Gram-positive cocci
GNB : Gram-negative bacilli
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Table 13. Clinical efficacy by diagnosis evaluated by doctors in charge
No. of Clinical efficacy Efficacy rate* Statistical
Diagnosis | Drug )
patients |excellent| good fair poor |unknown| % 95%CI test
Bacterial CFDN 72 21 40 7 4 0 84.7 | —16.2
. NS
pneumonia |CCL 69 12 48 6 2 1 88.2 | ~9.2
CFDN 85 22 46 7 9 1 81.0 | —14.5
All patients NS
CCL 81 12 53 7 2 82.3 | ~11.8
CI : confidence interval of difference * excellent +good/total
BMATROWEHE IRE/ME 3, 7, MABICHERITL iz -olz,

2o

ZOEER, TRTOEBCBITB2UEEN, HEXR
THEMCEEZERZD shkdh o,

28, B - FIRBLURERED > b REGER, B
W, KRR, R, WREH, foE S E A
MmEk%, 7Rk, CRP, ML &RAT R D ERBRER £log-
rank REIC L DVREFL72AS, MBEMHRCBLTIR
Fig. 3l RTEBY, OWFNOEBRZ BT b MEREIC
BREEZERZDonZ o7z,

5. MEFHIZNER

BESIB OMEENZRERETL, ZOFHER% Table
14i27R L7z, CFDNE158ITI, #H&k1160, &M 28,
& 2 BITIHATES6.7%, CCL 278 Ti3 k2301, &
16, TEIFTHAES.9%THH, MERICH
BEER@Doshnrol, BEERYL 2P 2&4260T
DRAFEIME AR ICB > TIE, Table 15137 T &
# Y, CFDNEf168k TIZHKI4K, TE 2B THEE
87.5%, CCL B¥28BRTI3iHK258k, K 3K THEAR
89.3% CHBMICAEEZRIRD Shikholz, BRI
Brs% b o1z S. pneumoniae 188k (CFDNEE 7 £k, CCL
Bf118K) D ¥ % ¥ X, CFDNE T100%, CCLE T
81.8%, H .influenzae 128k (CFDNE£S5S#R, CCLE7
) D%k FIix CFDNET60.0%, CCLE T85.7%T
Holz,

6. RERICEER), BRREERYE S L URLHE

1) RERIG (BIfER)

BRETXIRED198B, NERE I & 0 BIFER L ¥ =
NIERNX, CFDN#£102619 5 81(4.9%), CCL #9651
F3H(3.1%) THY, REARCEBEREDShikdo
7z(Table 16), BIWERDAE X, CFDNEETHEZ 141,
SEERRINE % 26, BTREE 1B, THI 14T, CCLEET
HFERE 16, TH LA, TH - BE 18T, mE
RIBEr Lo, PRICHET L5 REELEWERIIAS

2) BRREEEEEEH

BRESREFIHD 5> b, INEEL I & D EKRRE
EREEE L HE S nIERIZ, CFDNE4RF d1of

(20.2%), CCL B¥88826%1 (29.5%) TH b, M
CEBEEIRED 5z >7z(Table 17), ZDRRS,
CFDN##23f4, CCL #3614 T, MEFBEL bz b5 o2
7 3IFP—¥DOLEEBETHD, R\ THFBRHESTH-
7z (Table 18),

3) BLHHE

LLMHEDKSE % Table 19127~ L 7z, CFDNE957
th, R L7261, 0REDH D208, FIEHY 3T,
FLFI375.8%, CCL B£88flth, RIfE~L L59BI, 00 -
BH029BIT, BLFII67.0% T, MEMICEEEZRR
Do dol, BRLEEDEDHUEEXM -
5.4~22. 9% TH o7z,

7. BRM%HE

1)/NEESHIE

INERLICX D, Table 2 DERICETHTHESA
7B M % Table 2012 RL 7z,

MEMER 4B i3, CFDNE68FIS, B THA1H,
BEHS6HI, ®°HM 5, BRATR 68, CCLE6H
o, BHTEHR 18I, BRP, LLER 48, ART
7w 3BT, BAX (BALL) 13 CFDNET83.8%,
CCLET89.6%THY, MEMIEEEZLRDLP
7o BERDEDSYIEHEXMA L —18.6~7.2%TH>
7o £EFITH, ChOBEARCERDERRDSNE
Mol

2) EREHE

FWEIC L DHFE SNz EAK%E Table 2LiZRLL.

MBI AR S X USEACOLTRIIBLTY, A
BELYTE L AFAEMCEEZRED Shabtol

I, ¥ESLUER
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Fig. 3. Rate of clinical symptoms and laboratory efficacy parameters remaining after treatment

(bacterial pneumonia).
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Table 14. Bacteriological effect evaluated by committee
Bacteriological effect Eradicated rate*
No. of Statistical
Drug . partially
patients |eradicated| replaced . decreased |unchanged| % 95%CI1 test
eradicated
CFDN 15 11 2 0 2 86.7 —28.3
CCL 27 23 1 0 0 3 88.9 ~23.9 NS

CI : confidence interval of difference

Table 15. Bacteriological effect by causative organisms evaluated by committee

* eradicated +replaced/total

No. of Bacteriological effect Eradicated rate* | Statistical
Causative organisms | Drug .
strains |eradicated| decreased |unchanged| % 95%CI test
CFDN 2 2 0 0
S. aureus — _
CCL 1 1 0 0
G s CFDN 0
 progenes ccL 1 1 0 0
P
. CFDN 7 7 0 0 100 —16.3
S. pneumoniae NS
C CCL 11 9 2 81.8 ~52.7
CFDN 9 9 0 0 100 —13.6
sub-total NS
CCL 13 11 0 2 84.6 | ~44.4
CFDN 0
B. catarrhalis — -
CCL 5 5 0 0 100
. CFDN 2 2 0 0
K. pneumoniae - -
G CCL 1 1 0 0
CFDN 0
N | P. mirabilis _ _
CCL 2 2 0 0
B CFDN 5 3 0 2 | 60.0 | —93.0
H. influenzae NS
CCL 7 6 0 1 85.7 | ~41.6
CFDN 7 5 0 2 71.4 —68.2
sub-total NS
CCL 15 14 0 1 93.3 ~24.3
CFDN 16 14 0 2 87.5 —26.5
Total NS
CCL 28 25 0 3 89.3 | ~23.0

CI : confidence interval of difference
GPC : Gram-positive cocci

GNB : Gram-negative bacilli

% eradicated/total
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Table 16. Side effects

CFDN CCL

No. of patients
evaluated for side effects

102 96

No. of patients

5 3

with side effects (4.9%) (3.1%)

Statistical test

NS

Study treatment continued

withdrawn continued withdrawn

3 3 0

Eruption 1
Dermatitis of trunk

Pustules on palms of both hands
Stomach discomfort 1
Diarrhea

Diarrhea * abdominal pain

Table 17. Abnormal laboratory findings

CFDN CCL
Statistical test
No . of patients analyzed for
. . 94 88

laboratory findings
No. of patients with 19 26 NS
abnormal laboratory findings (20.2%) (29.5%)

WBC | 1

Eos. 1 4 7

GOT t -GPT 1?1 3 9

GOT 1 1

GPT 1 -Al-p 1 1 -

GPT 1 - urinary casts 1

GPT 1?1 9 6

Al-p 1 1

T-Bil. 1 1

Urinary protein 1

LEOROM L 7 = ARTEFIOMRZ IO E LWL
bOMHY, BEXR L D AR S 1T\ 7 cephalexin
(CEX), cefaclor (CCL), cefadroxil (CDX) %z &£iC
M2, BTk cefixime (CFIX) % cefteram pivoxil
(CFTM-PI) %2 EDHEARYZ bAWBEBD TIELL, »D
B-lactamase iz 2258 72 BEHIHSTHER & T V> %, FEIRELR
RETR, BORAROES &£ 2 5N 5 ANSERS
ERE T 5 ABMES IS T 5 2 LS L b
59, BMTERYSE CEMEE G B Hinfluenzae > P.

aeruginosa R ¥ D7 7 LAEHRE LRI 7 AB%
B LT HIBOFIE N 2R OBORED TER
ThdeEION5,

CFDN I3 EERESHEFF CHE S FLVLEOA:
7 = ARVERT, &% B-lactamase KEET, CFIX
L EREKRS 7 LEME T 2 ENTE T,
X & S.aureus, S.epidermidis, S.pyogenes, S.
pneumoniae, E.faecalis 2 ¥ D7 7 LABMHEE I b BRIFR
MEHE2TRT I EMH5 N, & 512 methicillin-resis-
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Table 18. Abnormal findings in laboratory tests

CFDN CCL
Abnormal findings| no.of patients | no.of patients | no.of patients | no.of patients| Statistical test
evaluated with abnormal | evaluated with abnormal
findings findings
WBC | 94 0 87 1(1.1%) NS
Eos. 1 922 4 ( 4.3%) 86 7 (8.1%) NS
GOT 1 87 4 (4.6%) 83 9 (10.8%) NS
GPT 1 88 13 (14.8%) 84 16 (19.0%) NS
Al-p 1 84 1(1.2%) 80 1 (1.2%) NS
T-Bil. 1 52 0 45 1 (2.2%) NS
Urinary protein 75 0 71 1 (1.4%) NS
Urinary casts 67 1 (1.5%) 58 0 NS

Table 19. Safety evaluated by committee

Safety Safety rate*
Drug No. of ightl deratel . Statistical
patients | no problem S,lg_ .y nTo <.3r.a e s‘eve'r e. y % 95%Cl test
significant significant significant
CFDN 95 72 20 3 0 75.8 —5.4
NS
CCL 88 59 29 0 0 67.0 ~22.9

CI : confidence interval of difference

* no problem/total

Table 20. Usefulness by diagnosis evaluated by committee

Usefulness Usefulness rate*
Di . No. of X Statistical
iagnosis Drug . very slightly
patients useful useless % | 95%CI test
useful useful

Bacterial CFDN 68 1 56 5 6 83.8 | —18.6 NS
pneumonia cCL 67 1 59 4 3 89.6 | ~ 7.2
CFDN 81 1 62 8 10 77.8 | —18.0

All patients NS
CCL 78 1 63 7 7 82.1 | ~9.4

CI : confidence interval of difference

* very useful +useful/total
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Table 21. Usefulness by diagnosis evaluated by doctors in charge
-] No. of Usefulness Usefulness rate*
0.0 - Statistical
i sis| Drug very slightly
Diagno patients useful useless [unknown| % 95%CI test
useful useful
. .| CFDN 68 18 38 4 1 83.6 | —17.7
Bacterlgl NS
preumonia| ooy, 67 10 48 2 1 | 87.9|~09.1
CFDN 81 19 44 9 2 79.7 | —15.6
All patients NS
CCL 78 10 52 7 2 81.6 | ~11.9

CI : confidence interval of difference

tant S.aureus XL T HHEFEOHBE NIRRT I &8
BEINTVLBM,

BEETCERHTENLFEY VRSV LDEBRETD
LAIBIDRBIFRENIC 81T 2 RETIZ, FDOEMRIZ
81.8% T, REMII OV T L IZIZBE T N ERIEES
hTw3, REHRENC 81 2 PR RBSE SEDBRIE
1476.6%, FTHIKII81.4% L BOEMRMERE X h,
B ERRIR (HAR) 1275 ABHETI.8%, 7
T LEMET60.6%T, X 5IZS.aureus WXL Tl
91.3%DHERE R L 722,

=7, FRDHBKAR® XV FEACHRAT 3 BT,
RG22 X8R 1cA# 1 H300mg (1 [E100mg 1 H 3
E) & 1H600mg (1[E200mg 1H 3[E) @2 ARMT
"EERIEER BRARRNRAR) rEBLLY, #
D#ER, WREMMA TOEMEX, 1 H300mg 5T
93.1%, 1 H600mg %5 T82.4%, BLRixzhzh
76.9% £ 76.2%, MEMMiZRDEFARIZ89.7% L79.4%
Thole, BHRB L ERRIZE T 1 H300mg 28 1
B600mg L VRCEE b2 R THoBNEEZ RS
<o BRREVICIE 1 B300mg CHIRFT = 2 MM IER S
T3 £z 5htz,

SEE, FEOHELYE, TLMs L UEREEERY
CRHES 5 BT, SE0ERMR B & U7 DR
KBOTZHERMUELBAR Y ER L 72, BOFEHR
DHRERD &> R—RIEDFHA T 5 LB
STBIEnBI Lo, 75 ABMBEIINT 2
BORENEET 5 £ v > FHOBM BRI T 2 £ T
SEEOMBIEIA 2 M RICRA Y, ¥ 7-ERIORRE,
BRARRNHBROBRE LS 2, 1E100mg 1 H 3 H
DERE L Ly, iz i, AU CEOAL 7 = 25105
BIRICAB S T3 CCLS9D, 1[E500mg 1 H 3
EORE L L7,

* very useful +useful/total

%38, 80RRLALOERIB X Ul - il 2E 7 5 8
ZFi3BgANTs L,

KRB BT 5 BRERSII211IBITH - 1205, NER
2BV TINSD S LEFFE L, TRYIZES L L
TASHFIHERAN &, 166653 ZF DFMOXRE 25720 —
e =277 LHZ~A a7 AR RISIVT
sz EiC i\ TH S Lo, MEEMLEEICL
TR 21To 72,

NRELLBEOERATF MM TCHE LY, B
BEERR, MERZNERERLEZ s,

MRE LIMEMEMR T 2/NEBEE TOBKRE
i&, CFDN#%88.9%, CCL B¥89.9%DE%IE T, WD
BICEEZEAOhE,oT, £/, FHREHTE ISV
T, CFDN#84.7%, CCL #88.2% T, MEMICEE
EixAroh»oi,

CFDN O —MEERABR TOM L ¥ % 1 H300mg
BREROERERIEL1.0%?, BKARKRTARRD1H
300mg EHOBMEIZB.1%TH D, SEOLED
HARR L FRICH REE 2 RE L KRR HER I
EWERSESN, —A, CCLIZSEDKHEIZ
cefpodoxime proxetil (CPDX-PR) & & Uf cefotiam
hexetil (CTM-HE) & D HERBREE P DBEDOBERE
82.1%B L UB7.3% L V BLWERMEERLL, LoL,
ZDOBEHRO B, FREIGEFHZ L EENB80
RULEDES 2 SEIDFFTRIR»SBRA LI LI
BELTWwRELBbhi,

MM R CIIERBEORELSRER Z E %L, &
BEIOHRBRTOLERENHEL 2 b D 131415 4451

(31.2%) THotz, BREHEFIC B TIXERINE
& CFDN##81.3%, CCL #89.3% t BEE % <, Mi&*¥
HIBNR b CFDN2¥86.7%, CCLE¥88.9% L BFEE% T
DM oTz,
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ER, RERRS & VIV ROKEESH, X
ERX SIERBERICE VT, MEMcEEERSL
mOLNRDo T,

EIfEF X, CFDN#10264, %2 16, EREMA 2
B, BRRZ 16, TH 1O 58(4.9%) iciH5h,
CCL BT, 9669, MFEMRME 1 F, TH 16, TH-
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HR R MR A B R % A B ORI 13 CFDNEIE 195
(20.2%), CCL 88812681 (29.5%) A 5h, %<
BIFBRO LR, VIV RT I F—¥DERETH o705,

FORBRIRTEETH- T,
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Ak, #EM4&cxt L CFDN 1[E100mg 1 B 3 [E
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DOUBLE-BLIND COMPARATIVE STUDY ON CEFDINIR
AND CEFACLOR IN BACTERIAL PNEUMONIA
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We evaluated the efficacy, safety, and usefulness of cefdinir (CFDN), a new oral cephem, in bacterial
pneumonia by the multicenter double-blind comparative method using cefaclor (CCL) as a control drug.

The dosage was 100 mg of CFDN t.i.d. and 500 mg of CCL t.i.d. for 14 days in principle.

1. The clinical efficacy rate judged by committee was 88.9% for CFDN and 89.9% for CCL. There was
no significant difference between the two drugs.

2. In the evaluation of bacteriological effect, the eradication rate was 86.7% and 88.9% in patients given
CFDN and CCL respectively. There was no significant difference between the two drugs.

3. There were no significant differences between the two drugs in the improvement rate of clinical
symptoms and laboratory parameters.

4, The incidence of side effects was 4.9% in the CFDN group and 3.1% in the CCL group. The incidence
of abnormal findings was 20.2% in the CFDN group and 29.5% in the CCL group. There were no significant
differences between the two drugs in incidence of side effects or abnormal laboratory findings.

5. The usefulness rate was 83.8% for CFDN and 89.6% for CCL. There was no significant difference
between the two drugs.

The clinical efficacy, safety, and usefulness of CFDN 100mg t.i.d. were as high as those of CCL 500mg t.
id. It is concluded that CFDN is an oral antibiotic which is clinically useful in the treatment of bacterial
pneumonia.



